Prostate cancer is the most common non-cutaneous malignancy and the second cause of cancer death in men. Despite improvements in diagnostic methods, the primary diagnosis of a number of patients may still be on metastatic stage. Cutaneous and supraclavicular lymph nodes are very rare metastatic sites for prostate cancer. In this report we present an extremely rare prostate cancer case diagnosed with supraclavicular lymph node and then developed cutaneous metastasis. A 64 year-old man was admitted to an internal medicine outpatient clinic with supraclavicular lymph node and biopsy of lymph node showed an adenocarcinoma. After prostate cancer diagnosis, patient was treated with androgen deprivation therapy, docetaxel chemotherapy and abiraterone acetate, respectively. While abiraterone treatment, cutaneous metastasis developed in inguinal area and diagnosis was confirmed by skin biopsy. In some cases, atypical symptoms may guide us to find disease with aggressive clinics. That's why, physical rectal examination and prostate specific antigen measurements should be kept in mind for prostate cancer in male patients with supraclavicular lymph node or atypical metastasis.
Introduction
Prostate cancer is the most common non-cutaneous malignancy and the second most common cause of cancer death in men with 180,890 estimated new cases and 26,120 estimated deaths in 2016. [1] Widespread clinic usage of prostate specific antigen (PSA) leads increased incidence of especially asymptomatic, early stage prostate cancer disease. Even if carcinoma of the prostate is generally slow growing, it can be rarely detected with metastatic lesions. The percentage of metastatic prostate cancer in newly diagnosed cases is approximately 5%. [1] Prostate cancers mostly spread to bones and internal, external and obturator lymph nodes, followed by pre-sacral and para-aortic lymph nodes. [2, 3] In children and young adults cervical lymph node enlargement is usually related to an inflammatory disease or lymphoma. [4] In elderly patients it can be related to lymphoma or a metastatic dissemination of either squamous cell carcinoma or adenocarcinoma. [5] Cervical and especially supraclavicular lymph node metasteses are frequently originated from head and neck cancers and this metastases are very rarely orinated from prostate cancer. [3] Cutaneous metastasis is rare condition also with 5.3% overall incidence and breast cancer is the most frequent tumor that spread to the skin. [6] Despite high incidence and prevalence of prostate cancer, supraclavicular lymph node and cutaneous metastases are uncommon with a reported incidence rates of approximately 0.28% and 0.36%, respectively. [3, 7] We report herein a prostate cancer patient with skin metastasis who firstly presented with supraclavicular lymph node enlargement and then developed cutaneous metastasis.
Case presentation
A 64-year-old man was referred to internal medicine outpatient clinic with a 2-month history of painless, palpable and persistent bilateral supraclavicular enlargement. He had no other subjective complaints or lower urinary tract symptoms and no comorbidity or family history of malignancy. Physical examination showed a painless, non-tender, firm mass measuring approximately 9 cm at left and 3 cm at right supraclavicular lymph node, fixed to underlying tissues. Complete blood count and routine biochemical laboratory findings were unremarkable. A magnetic resonance imaging of neck showed left and right supraclavicular lymph nodes measuring 87x49 mm, and 23x27 mm, respectively . There were no tumor or lymph node in chest computerized tomography (CT) but an abdominal CT showed bulky masses of para-aortic, para-caval, aortocaval, bilateral common iliac, left internal iliac, left obturatory and left external iliac nodes. The maximum diameter of the abdominal lymph nodes was 21mm. Positron emission tomography-computed tomography (PET-CT), performed to detect the primary site of the malignancy showed pathologically increased fluorodeoxyglucose ( 18 F) (FDG) involvement of the bilateral supraclavicular and supra-infradiaphragmatic lymph nodes and bone metastasis.
Fine needle biopsy of supraclavicular lymph node was performed and histological examination showed adenocarcinoma that had metastasized to lymph nodes. To identify the primary lesion, serum tumor markers were examined and rectal examination was done. PSA levels were 351 ng/mL and rectal examination revealed a fixed, enlarged prostate. Transrectal ultrasound-guided prostate biopsy was performed and histological examination showed poorly differentiated adenocarcinoma with a total Gleason score of 5+5. Bone scintigraphy was performed and showed multiple bone metastases.
After diagnosis of metastatic prostate cancer, hormone therapy including a luteinizing hormone-releasing hormone agonist and an anti-androgen was started. The patient responded well to this therapy and after 3 months, PSA level had decreased to 3.59 ng/mL. But within 1 year disease became castration-resistant and bone scan and abdominal CT showed a progression in bone and lymph node metastases. Bilateral nephrostomy catheter was placed due to bilateral hydronephrosis. After 10 cycles of docetaxel (75-mg/m 2 ) chemotherapy per 3-week PSA rises and progression of metastasis could not be prevented, so abiraterone acetate treatment was started.
While patient was under abiraterone acetate treatment; pink, elevated and non-tender skin lesions were inspected on the pubic and left inguinal region (Figure 1) . A punch biopsy was performed with the suspicion of prostate cancer metastasis and histological examination showed malign epithelial tumor metastasis corresponding to prostate cancer metastasis with supporting immunohistological examination of PSAP positivity. After diagnosis of cutaneous metastasis, PSA levels continued to rise and after 2 months the patient died in the hospital. Written informed consent form had been priorly obtained from the patient.
Discussion
Although, bone is the most common site of distant metastasis for prostate cancer, some other rare metastatic sites can be seen. Skin and supraclavicular lymph nodes are very rare metastatic locations for prostate cancer. Mueller et al. [7] published a meta-analysis exhibiting cutaneous metastasis of genitourinary malignancies and reported that 8 patients had cutaneous metastasis (0.36%) in 2197 cases of prostate adenocarcinoma. In another published report, Wang et al. [8] found 78 cases with cutaneous metastases of prostate cancer in a literature review and indicated the most common sites of cutaneous metastasis as penis and inguinal area (28%), abdomen (23%), neck and head (16%), thoracic wall (14%), extremities (10%), and back (9%). Hematpour et al. [3] found 4 (0.3%) supraclavicular lymph node metastases among 1,400 metastatic prostate cancer patients. In our case, the patient had both supraclavicular lymph node and cutaneous metastasis. When we investigated our records of 1695 prostate cancer patients, this was the first case, with both supraclavicular lymph node and cutaneous metastasis.
Distant metastases can occur mainly through hematogenous and lymphatic spread. Inguinal and retroperitoneal metastases are mostly result of lymphatic spread but distant metastases to supraclavicular lymph node develop typically by way of hematogenous route. [9] Our patient first presented with bilateral supraclavicular swelling via hematogenous spread and then inguinal edema and papules appeared which were probably caused by obstruction of lymphatic channels.
Patients with such a rare metastasis have an extremely poor prognosis because of extensive systemic involvement of diseases. After supraclavicular lymph node metastasis, mean survival times were reported as 19.8 and 29.7 months in two separate small series of case analysis and after cutaneous metastasis the mean survival was 7 months according to literature review of 78 cases. [8, 10, 11] First treatment option for castration-sensitive metastatic prostate cancer is androgen deprivation therapy. After development of castration resistance, docetaxel chemotherapy, abiraterone acetate, enzalutamide and sipuleucel-T can be used for the first-line treatment and for the second-line treatment abiraterone acetate, enzalutamide, cabazitaxel and radium-223 can be used. [12] One of these treatment may be chosen according to performance status, presence of symptoms or area of metas-tasis (only bone, only viseral or both). [12] Local excision, intralesional chemotherapy or radiotherapy are some options for the treatment of cutaneous metastasis. [13] In our case, patient lived 38 months after supraclavicular lymph node metastasis and 2 months after diagnosis of cutaneous metastasis.
In our case, a patient was referred to the internal medicine clinic for supraclavicular swelling and the biopsy of supraclavicular lymph node was reported as adenocarcinoma. A lot of tests have been made to search for the primary site of tumor, but neither rectal examination nor PSA level measurements were done. The time interval between the first admission to outpatient clinic and the diagnosis of prostate cancer was 9 months. It seems as a waste of time for such a progressive cancer of prostate. Supraclavicular lymph node invasion of prostate is claimed to be a rare entity. Men with supraclavicular lymph node enlargement, physical rectal examination and PSA measurements should be kept in mind. 
